
Hepatitis G Infection 

To the Editor: To the reports on hepatitis G virus (HGV) infection by 
H.J. Alter et al. and M.J. Alter et al. (March 13 issue),1,2 we can add 
some information concerning HGV RNA in the liver. Their studies 
were based on analyses of serum samples, and a direct evaluation of 
liver tissue may help increase our understanding of HGV infection.  

Five patients infected with both HGV and hepatitis C virus (HCV) 

underwent liver biopsy before receiving interferon therapy for chronic 
hepatitis. To evaluate HGV replication in the liver, we compared the 
amounts of HGV RNA and HCV RNA in liver and serum samples. 
Total RNA was extracted from approximately 3 mg of a liver-biopsy 
specimen or 100 µl of a serum sample. The reverse-transcription 
reaction was performed with antisense primers for the 5' untranslated 
regions of both HGV and HCV, as well as with an antisense primer 
for beta2-microglobulin in the liver samples, in the same tube. Serial 

10-fold dilutions of the synthesized complementary DNA were 
subjected to a seminested polymerase-chain-reaction (PCR) assay 
with the use of specific primers for HGV,3,4 HCV, or beta2-

microglobulin. The sensitivity of PCR was approximately 10 DNA 
copies per sample for HGV and 100 DNA copies per sample for 
HCV; the sensitivity was monitored and found to be constant with the 
use of serial dilutions of cloned PCR products.  

As Table 1 shows, in the liver samples, the estimated amount of HGV RNA was approximately 1/10,000 
the amount of HCV RNA. In contrast, the amounts of serum HGV RNA and HCV RNA were similar. 

HGV was undetectable in the liver sample from Patient 5, despite a large amount of beta2-microglobulin 

RNA in the sample. Serum HGV RNA was still detectable after interferon therapy in all five patients.  
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Our results support the absence of a causal relation between HGV and hepatitis1,2 and raise the 
possibility that HGV may replicate in other tissues. The observed amount of HGV RNA in the liver may 
be explained by contamination from serum, since the estimated volume of serum required to produce the 
results is approximately 0.1 µl. However, it is possible that we are not aware of diseases caused by 
HGV, since its attack rate is unknown.5  
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To the Editor: The reports by M.J. Alter et al.1 and H.J. Alter et al.2 and the accompanying editorial by 
Miyakawa and Mayumi3 make it clear that the recently discovered blood-borne virus called HGV has 
little association with chronic liver disease. We postulated, however, that patients infected with the 
human immunodeficiency virus (HIV) might have a low tolerance for HGV infection, as noted in the 
case of HGV's distant relative, HCV,4 or that there might be interference between the two viruses, as 
noted in the case of HCV and hepatitis D virus.5 

We quantified HCV viremia with branched-chain DNA (bDNA) techniques (HCV Quantiplex 2.0, 
Chiron, Emeryville, Calif.). HGV viremia (RNA) was evaluated by reverse-transcription PCR2 with the 
use of deheparinized plasma samples from 81 patients with hemophilia enrolled in the Multicenter 
Hemophilia Cohort Study, of whom 52 were HIV-positive. The patients included 15 asymptomatic, 

HCV-negative patients with paired longitudinal samples and unexplained transaminase elevations, 12 
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Table 1. Amounts of Viral RNA in Liver and Serum Samples, as Estimated with 
the Reverse-Transcriptase PCR Assay. 
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patients with chronic, life-threatening hepatic failure (9 were HCV-positive and HIV-positive, 2 were 

HCV-positive and HIV-negative, and 1 was HCV-negative and HIV-positive), and 54 HCV-positive 
controls closely matched for HIV status, age, and hemophilia center.  

In this group of patients with hemophilia, prevalence rates for HGV viremia were 13 percent in the 15 
HCV-negative patients, 8 percent in the 12 patients with hepatic failure, and 9 percent in the 54 matched 
controls. The prevalence of HGV viremia was not significantly higher in the HIV-positive patients (11 
percent) than in the HIV-negative patients (8 percent). Lastly, there was no evidence of interference 
between HGV viremia and HCV viremia (mean number of HCV copies per microliter, 153 x 105 in the 
HGV-positive patients and 77 x 105 in the HGV-negative patients).  

These observations buttress those reported previously1,2,3 and indicate that HIV-infected patients are not 
at increased risk for HGV viremia, nor are they more likely to have life-threatening hepatic failure in 
association with HGV viremia. These findings do not rule out the possibility that HGV may cause 
extrahepatic manifestations and disease, but they have yet to be identified.  
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